R
ecent meta-analysis (1) and systematic review (2) show that high and low birth weight are related in a Ushaped manner to later risk of type 2 diabetes. It is also interesting to denote the positive birth weight/type 2 diabetes associations within the normal weight range. It is now widely accepted that both genetic and environmental factors are engaged in intrauterine growth, glucose tolerance, and development of type 2 diabetes in later life. The polymorphisms of the insulin receptor substrate (IRS)-1 (3) and ␤3-adrenergic receptor (␤3-AR) genes (4) are genetic risk factors that are associated with insulin resistance and predisposition to type 2 diabetes. In the same way the intrauterine hormonal environment has shown strong influences on birth weight, this-together with early postnatal hormonal environmentincreases the risk of obesity and type 2 diabetes in later life.
The purpose of our study was to determine whether both IRS-1 and ␤3-AR polymorphisms, as well as serum Cpeptide and leptin values, were associated with birth weight in a large newborn population of normal pregnancies. Anonymous cord blood samples of newborns arising from 762 uncomplicated consecutive pregnancies (gestational age 38 -42 weeks; mothers had no documented gestational diabetes, type 2 diabetes, impaired glucose tolerance, or hypertension, were not cigarette smokers, and were not obese before pregnancy) were evaluated for IRS-1/Gly972Arg, ADR-␤3/Trp64Arg by methods previously reported (5). Cpeptide (Biochem Immuno System; Italia Our results indicate that both genetic and hormonal intrauterine environmental factors are engaged in determining the birth weight within the normal range although with different impact. In fact, the grouped normal range of birth weight was significantly related to both IRS-1 and ␤3-AR polymorphisms as well as to greater serum C-peptide and leptin values. As obesity and type 2 diabetes are major public health problems that are increasing in all regions of the world, it is necessary to develop primary prevention strategies by creating a very proactive attitude toward a healthy lifestyle before and during pregnancy. This way we can modify the "intra-uterine environment" and prevent excessive weight gain during the pregnancy, thereby reducing the incidence of diabetes and the obesity epidemic in the next generations. 
